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Guidance for Industry 

reate or confer any righ 
You can use an alternative approkh if the ap@Gach skisfies ih> 

requirements of the applicable statutes and regulations. If y&‘w;irit‘~o~ &&%a~ &~nati~e 
oath contact the the approbriate IFLU ;taB . .I ..“. I . . 

I. PURPOSE 

This document’s goal is to help you, a blddd collection or transfixion fkilit~, repoti Fatalities 
related to blood and blood component (blood) collection or transf%on to us,‘the Food and Drug / ‘; .Ij .(,I . 
Administration (FDA), Center for Biologics Evaluation and Researih (CBER). This’giii’dan~e 
finalizes the draft guidance of the same title dated June 2002. _. 

.” ., “_ x .I. .‘ I,‘. ,. ” 

FDA’s guidance documents, including this guidance, do not establish legally enforceable 
responsibilities. Instead, guidances describe the FDA’s cur%itthir%ng on a toljic ‘andishould be 
viewed only as recommendations, unless specific regufatory or statutory requirements are cited. 
The use of the word should in FDA’s guidances mean that something iS s@gested or’ 
recommended, but not required. 

II. BACKGROUND 
_\ 8 

_ .,. . ..- _1^ i( __ ,_ 
The current good manufacturing practice (CGMP) regulations forblood“and blood components 
require that you report fatalities related to blood-collection or transfusion to CBER (2‘1 CFR .’ 
606.170(b)). Section 606.170(b) states: 

.r’ 

When a complication of blood collection or transfksion is confirmed to be fatal, 
the Director, Offke of Compliance and Biologi&Quaiity; Center’for B&l”ogids 
Evaluation and Research, shall be notified by tklepho~~;~f~csiliiile; ekfiressmail, 
or electronically transmitted mail as:soo.n as possible; a writterireport ofthe 
investigation shall be submitted to the’D&ctor,* Offi% of Comj!Xance and”’ 
Biologics Quality, Center for Biologics Evaluatjon and Resear& i;v%hin’i*days 
after the fatality by the collectingfaciility in the event of a donor reaction, or by 
the facilip thatperformed the ctimpaiibili2fytG& in the kvent of a transfusion 
reaction. (Emphasis added) 
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Standard operating procedures for compatibility testing are required in 21 CFR 606.iSl 
and 606.100(b)(S). Among other things, that regulation requires an establishment to’have 
procedures both for collecting and identifying the blood samples of recipients, and for- 
demonstrating incompatibility between the donor’s cell type and the recipient’s serum or 
plasma type. CBER is aware that some blood banks and transfusion services may enter 
into contracts with blood centers. or other blood banks or clinical laboratories to perform 
testing on blood samples. If this is how your facility operates, the reslponsibility~ for ’ 
compatibility testing is shared between the blood bank or transfusion service that collects 
and identifies the blood sample of the recipient, and the blood center or other blood bank 
or clinical laboratory that uses procedures to demonstrate incompatibility between the 
donated blood product and the recipient. If a transfusion-related fatality occurs, both the 
transfusing facility and the blood center or bank that performed the testing under contract 
would be responsible for reporting the death to CBERI Under these circumstances, the 
two facihties may make a joint report under $XXK17~(b). ‘. *’ 

, 

HI. HOW TO NOTIFY FDA 

Section 606.170(b) states that you may report a fatality by telephone, facsimile, express mail, or 
electronically transmitted mail (e-mail). We recommend that you submit-the initial notification 
by e-mail, if possible, and if you do so, you will receive an e-mail confirmation receipt from us. 
If e-mail is not feasible, please notify us by telephone or facsimile. We cannot access 
notification outside of customary working hours unless you use e-mail or telephone. Similarly, 
we recommend that you submit 7lday follow up reports by e-mail, facsimile, or express mail. 

l E-mail: fataIities2@cber.fda.aov 
l Telephone/voice-mail number: ‘301-%27-6220 ” 
l Fax number: 301-827-6748, Attn: CBER Fatality Program Manager. 1 
l Express mail address: 

Office of Compliance and BioIogics Quality/CBER “’ 
Attn: Fatality Program Manager (HFM-650) 
1401 Rockville Pike, Suite 200N 
Rockville, MD 20852-1448 

Iv. INITIAL NOTIFICATION 

There is no required FDA form or format for notifying~ us of fatalities related to blood transfusion 
or blood collection. We recommend that you provide at least the following information so we 
can evaluate the potential public’health significance of the event. 

l Date and time of the notification. 
.) _I” . 

l Your name, titIe, telephone number with area code, and fax number (if available). 
l Your facility’s name, mailing address, and FDA registration number (if applicable). 

NOTE: Transfusion services that do not routinely” collect or process blood or blood. 
components are not required to’register with dA and, therefore, do not usually have a 
registration number. 

., ,” ,. 
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C o n ta ins  N o n b i n d i n g  R e h o m m e n d c & i i i n s  
’ 

0  A g e  a n d  sex o f th e  deceased . 
0  D a te , tim e , a n d  cause  or  suspec te d  cause  o f d e a th  (br ief ly descr ibe  w h a t h a p p e n e d ) . 
0  If a n  a u topsy  was  or  wi l l  b e  pe r fo r m e d . 
* N a m e  a n d  address  o f facil i ty whe re  th e  fa tality occur red  if di f ferent from  your  facil ity. 
l  P lease  a lso  inc lude in  th e  init ial n o tif ication th e  inform a tio n  l isted in  A , B , o r  C  be low , as  

appropr ia te : 

A . P a tie n t/Rec ip ien t  Fa t& y  /’ I 
_ ,( /,. ! _  i - , * . . . _ i  

-  T rans fus ion  d a te(s),  
-  B lood /b lood  c o m p o n e n t(s) a n d  un i t number (s )  o f p roduc t(s) th a t m a y  b e  

impl icated,  
-  N a m e  a n d  address  o f faci l i ty( ies) p rov id ing  th e  b lood , a n d ’ ” *. ,“, *. h 1  ,L ..“i-.“‘“.. u . ..( i. -  B rief descr ip t ion o f even ts th a t led-  to  th e  fa tality L  i n & d e  unde r l ymg  med ica l  

cond i tio n  o r  d isease  a n d  . cncums tan6es  nec% ssitat ing ~ ~ ~ s ‘hosp i~~ l i za~ ion , reason  
fo r  t ransfusion, h o w  th e  p a tie n t init ial ly r esponded  to  th e  transfusion, any  
med ica l  in tervent ion taken  or  response  to  th e ‘reac~ fd n ,‘“an i f;~ ;fii~  f i-om  ini t iat ing 
th e  t ransfusion to  p a tie n t’s d e a th . ” 

B . D o n o r  Fa tal i ty 
-  Col lect ion d a te , 
-  W h a t p roduc t was  col lected o r  a tte m p te d  to  b e  col lected, 
-  W h e the r  th is  was  a ,m a n u a l  o r‘a u to m a te d  co i le& ion ,. _ “- a . 

-  If a u to m a te d , th e  n a m e  a n d  m o d e l  o f ~ o l lec% ion”dev i’~ e  a n d  dev ice  m a n u f& turer , 
a n d  

-  B rief descr ip t ion o f even ts th a t led  to  th e  fa tality -  inc lude a n  overv iew o fth e  
dono r’s prev ious  d o n a tions /hea l th  history, app rox ima te  f requency o fd o n a tio n , 
any  unusua l  even ts th a t occur red  dur ing  th is  o r  any  prev ious  d o n a tio n  by  th e  
dono r , any  med ica l  in tervent ion taken  or  response  to  th e  reac tio n , a n d  tim e  from  
ini t iat ing th e  b lood  col lect ion to  dono r’s d e a th . .^  ,, 

C . Fa ta Iity Assoc ia fed  wi th T h e r a p e u tic Aphe res i s  o r  Cer ta in  T h k p e u tic 
P h l e b o tom ies  ‘_  ’ 

, ., . 

-  D a te  o f th e r a p e u tic apheres is” (e .g ., th e r a p e u tic p l asma  exchange)  o r  th e r a p e u tic 
ph lebo to m y , 
N O T E : A  repor t is requ i red  fo r  a  th e r a p e u tic apheres is  fa tality o ti&  iyb lood 
p roduc ts (e .g ., p l asma , a lbumin ) , ra the r  th a n  p roduc ts such  as  crystal lo ids o r  
hydroxye thyl  starch, we re  g iven  as  pa r t o f th e  p rocedure : A  repor t is requ i red  
fo r  a  th e r a p e u tic ph lebo to m y  fa tality c h &  ifa  b l oodp rodu6 t was’col lected fo r  
m a n u fac tu re  into t ransfusable bio logics.  

-  W h e the r  p roduc t was  col lected, a n d  th e  p roduc t’s Cl ispoSi t ion,  ’ 
-  W h e the r  th is  was  a  m a n u a l  o r  a u to m a te d  col lect ion (if a u to m a te d , inc lude 

m a n u fac tu rer , n a m e , a n d  m o d e l  o f col lect ion device) ,  
-  If any  b lood  p rod&(s )  was  transf i ised, i den tify; th e  p roduc t a n d  th e  un i t o r  lot 

number (s ) , a n d  
-  B rief descr ip t ion o f even ts th a t led  to  th e  fa tality -  inc lude under ly ing  med ica l  

cond i tio n  o r  d isease  a n d  c i rcumstances necessi tat ing th e  th e r a p e u tic apheres is  o r  
-, .’ _  :. I’ _  
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therapeutic phlebotomy, any medical intervention or response to the reaction, 

V. 7-DAY REPORT 

You must submit a written report of the fatality investigation to CBER-within 7 days after the 
fatality (0 606.170(b)). We recommend that you identify this report as a follow-up on a fatality 
notification previously reported to CBER and include the initial notification date. We also 
recommend that this 7-day report provide any new findings or information relevant to, the fatality 
that have become available since the initial notification, including your follow-up investigation 
and conclusions. 

Section 606.170(a) requires that you conduct a “thorough investigation” of adverse reactions 
relating to blood collection or transfusion. Section 606.170(b) requires submission of a written 
report of such investigation withni”7 days afier~an adversereaction resulting in fatality.‘ ‘We 
recommend that a “thorough investigation,” and an associated written report for a fatality, 
include: 

2. . . , ,,I^ 

0 Discharge summary and/or death certificate, 
l Autopsy report (if performed), 
l Conclusions and~follow-up actions (frequently referred to in the blood community as a ” (“; ,. ~_ 

corrective action plan), if appropriate, and 
” .I ,.a a:*:: . _..*_) ._ ,~ -, _..A -~c~~~.+,~.~; 

l Either A, B, or C listed below, as appropriate. 

We understand that, due to the complexity of some fatality investigations, some of this 
information may not be available when you submit yo& 7-day report. In that event, you may 
amend your 7-day report by filing additional information as it becomes available: ’ ,j , _. 

A. Patient/Recipient Fatality 
- Complete transfusion reaction report, including the manufacturer and lot number 

of the blood collection system and results of the clerical, serological, and visual 
re-checks performed. ’ 

- Additional relevant documents, include hematology reports; clinicai chemistry 
reports for cardiac and/or liver enzymes, albumin, and bilirubin; viral marker 
tests; microbiology reports; reports of anti-HLA and/or anti-neutrophil antibody 
testing; tryptase levels; radiology reports; and physicians’ consults/o$inions. 

- If replacement fluid(s) was given during the tram&&on, .indicate’which fluid(s) 
and the unit or lot number(s), and include any other relevant information, 
manufacturer’s notices, contamination warnings, or replacement 3 uid recalls. 

- If responsibility for the fatality appears to be outside the blood bank, the nurses’ 
and/or physicians’ notes on the patient, radiology reports, and physicians’ , 
consults/opinions. 

- Results of lookback investigation, including follow-up testing on implicated 
donor(s) when the fatality was the result of transfusion transmitted infectious 
disease such as, hepatitis or l%V. * 
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- Meeting minutes or report from your transf&ion committee’&& thefatality *A Icl :. I~ was reviewetl and‘pscussed,: Ifih;iy.@;Ki -G<i.r~~r~~~~-(.+.+~ ;;L&& hospitaI 

oversight group(s) such as risk management or qu”&y practices, ‘in&de. the 
report or summary’of theii.findings. 

B. Donor Fatality 
- The deceased’s donor record file that indludes’the &nation just before the fatal’” 

incident and information on all donations during the past 2 years. ^“a.._*u.*r..,w . ._ ,L 
- Lot numbers and expiration dates of collection sets or ‘harnesses; tf repiacement fluid(s) was given during “ihhe coilection, i;;“dii~~~ewh~~~~-~~~aT~ Q-&‘the ““$. or 

lot number(s) and include any other relevant information; s&has ’ 
manufacturer’s notices, contamination warnings, or replacement fluid recalls. “,.__” >. * ?.. j*ll j.‘. * ,a+ _ 6. 

- Performance log for the device and any other relevant performance logs’ 
(,. I ..“> 

,’ 
maintenance records, manufacturer’snotices; or ‘retialls “&‘signi%%t “machine 
part(s) on the: device/system during the past 2 years. 

- If the donor was hospitalized due to the reaction, provide any relevant 
documents, e.g., reports of laboratory tests, which may help determine the cause 
of the fatality. 

C. 
l., ,_.-. _.,. ,“,/ <s,. ^.~ 

Fatality Associated witli Therapeutic Apheresls or Certam ?%%@itk 
Phlebotomies 
- A summary of the deceased’s history of previous therapeutic apheresis or 

therapeutic phlebotomy procedures, including any previous adverse~;kactions 
related to the procedures. 

“. ~.1/__ ,.. .“_ I.. . “. i.l - ” ~ 

- Lot numbers and expiration dates of collection sets or harnesses;~if iepiac’ernent 
fluid(s) was given at any time during the procedure,.indicafewhi&h’flujd(s) and’ 
the unit or 101. number(s) and include any other relevant infori$ation~‘su& as i 
manufacturer’s notices, contamination warnings, or repla~ement”KGh re~alls. 

- A summary of the performance log for the-device and any other relevant \_ ,~” . m,_, ‘ _ 
performance logs, maintenance record’s, and manufacture~sncZ%s or’r&&s” on ’ 
any significant machine part(s) on the ‘device/system during the past 2 years. , _ xI. -“” I 

- If the fatality followed therapeutic plasma exchange (TPE) andFresh FZ.%n ‘~ 
Plasma (FFP) was the replacement fluid, an abbreviated’ transfu%%i%%tion ’ ..” *. ~.ll. *.‘- ,“,c i, .&A, s_e,. ..:,... .;-> ..** < 
work-up to rule out ABO incompatibility, bacterialcontammation, anaphylactlc 

A,’ 

reaction, or WBC antibody reaction may be useful.‘ 

VI. INQURIES _,. ./ . . . 

If you have any questions about reporting fatalities, pIease contact the CBER-Fatality Program 
Manager at 301-82’7-6220. 

CBER03 14 


